On examination.-A well-developed man whose face is deformed by subcutaneous swellings, some of which press upon the eyeballs and have reduced the palpebral fissures to narrow slits. On palpation the swellings are felt to be firm, well-defined nodules lying within the subcutaneous tissue and attached to the skin. They vary in size from a few millimetres to several centimetres in diameter. The nodules are only very slightly tender and can be moved about freely on deeper structures, with the exception of certain nodules which appear to be attached to the upper ends of the tibix and may be of a different nature. In the umbilical and sacral regions are numerous discrete, firm, elongated papules, purplish-red in colour and between 1-10 mm. in length. The skin covering the nodules is normal in appearance. On the palate, near the uvula, there are a few deep-red infiltrated lesions. Apart from the condition described, no abnormalities were found except some pyorrhaea. -There is a lobulated tumour replacing the fat tissue to a large extent. The stroma of the tumour is fibrotic and the tumour itself consists of a syncytium of reticulum cells of purple or pale colour. The cytoplasm is abundant showing granular to foamy appearance. The nucleus is round or oval and vesicular. There are also many bi-and multi-nucleated giant cells demonstrable. Some cells contain up to seven nuclei, all situated in the centre of the cytoplasm as in Dorothy Reed cells. There is also a marked admixture of inflammatory cells consisting of eosinophils, plasma cells, polymorphs, round cells and mast cells demonstrable. One or two mitotic figures could also be demonstrated.
Discussion.-The many hard, well-defined subcutaneous nodules which are yet attached to the skin make this case unusual. The feel of the nodules suggests that they might be formed largely of fibrous tissue, and this impression is confirmed by microscopic examination which shows them to consist largely of fibrous tissue and reticulo-endothelial cells. Many of the latter are "foamy" and some contain lipoid material. A few multi-nucleated giant cells are present and a mixed cellular infiltrate.
These appearances made three independent histologists diagnose xantho-fibromatosis. While this is perhaps an accurate histological description, it does not conform to the nature of the case clinically, which is certainly not that of any ordinary form of xanthomatosis.
The normal serum cholesterol and the lesions on the palate make one think of the eosinophilic xanthomatous granuloma of Tannhauser but the entire absence of xanthomatous lesions in the skin and other characteristic sites and the small amount of lipoid in the foam cells make such a diagnosis improbable. Other conditions giving a rather similar histological appearance, such as histiocytoma and tendon sheath tumour, can be excluded clinically, and there is nothing to suggest that the lipoidcontaining foam cells are merely a secondary phenomenon such as may occur in any tumour.
Dr. F. Ray Bettley: I have seen this patient several times elsewhere and I cannot suggest a diagnosis. Dr. H. Haber: The striking feature of this case is that the changes take place in the subcutaneous tissue. Histologically the lesion lies within the subcutaneous area and consists of reticulum cells in different stages of maturity, with storage of fat. Giant cells of the Dorothy Reed type and all types of inflammatory cells could also be demonstrated. If one considers that the fat tissue takes its origin from the reticulo-endothelial system, one can assume that we deal in this case with an anaplastic tumour of the fat, and consider the case to be lipoblastoma. I have not seen a picture like this before. History.-November 1940: She was admitted to West Middlesex Hospital observation ward and transferred to Springfield Hospital, Tooting, because of an acute schizophrenic episode associated with the puerperium. Apparently the present skin lesions developed after this time though it is difficult to be sure whether they appeared within a few weeks or months or several years later. The injections she received when in hospital were morphia and hyoscine in aqueous solution.
She says that she has sometimes applied oil for insect bites on the arms and legs. All the present lesions seem to have arisen at much the same time and there has been no progression or new eruption since she was first seen three years ago.
There was no fever or malaise.
Examination.-Mental retardation is evident. On the extensor surfaces of the arms and forearms is a more or less symmetrical distribution of bluish indurated and lumpy lesions of the dermis. They vary in size up to 5 cm. in diameter. Several of them are altered by biopsy scars. They are fairly well defined, and there are no nodules distributed along the lymphatics, nor enlarged lymph glands.
On the extensor aspect of the thighs, and slightly on the shins, are similar symmetrical lesions, but the majority of these show atrophy of the epidermis with a mottled yellow surface and fine vessels, simulating necrobiosis lipoidica or scleroderma. They do not extend on the buttocks or any part of the pelvic girdle area.
Investigations.-Plasma proteins: Total 6-2 grammes/100 ml. Albumin 3-1 grammes, globulin 2-8 grammes, fibrinogen 03 gramme.
Histology.-Left arm: The epidermis shows slightly thickened stratum corneum of a basketweave type. The stratum granulosum consists of one layer. The stratum spinulosum is slightly acanthotic and the papillary body is well developed. The collagen shows distinct thickening and homogeneization of its bundles, but appears in some places normal. The striking feature of the case is the presence of numerous cysts of different sizes giving the section a "Swiss cheese" appearance. The cysts show the following characteristics: Some appear to be round holes surrounded by collagen, some appear to be lined, endothelial-like, by a single layer of flat cells. Some of the lining cells show distinct vacuolation, or foamy appearance. Deeper towards the subcutis there are many large cysts surrounded by concentric rings of homogenized acellular collagen. The arrangement of the collagen is that of onion-skin shape. There is also a granulation tissue, chiefly arranged round blood vessels and sweat ducts demonstrable. It consists of loose and dense foci, of lymphocytes, large vacuolated histiocytes and a few mononuclear and multinuclear giant cells, with a foamy and vacuolated protoplasma. There are also numerous little vacuoles interspersed with the granuloma tissue somehow resembling the structure of leproma leprosy. In addition to this, numerous plasma cells are demonstrable, and they show different stages of degeneration leading to the formation of Russell bodies.
Left thigh: This section shows a similar appearance but for patchy extreme atrophy of the epidermis leading almost to erosion of the surface of the corium. Within the corium the large onion-skin shaped fibrotic rings round the cysts are missing. The granulation tissue is somewhat more developed. There are a few giant cells exhibiting typical asteroid bodies.
Comnments.-It is impossible to obtain precise and consistent history from this patient because of her mental retardation. This has also been a major obstacle to the more thorough elucidation of her disease.
Although I have used the term lipogranuloma, I believe that my patient's condition should be separated from that of Dr. Anning's case shown here in November 1951, and which was similar to the group described by Smetana and Bernhard (1950) . All of those, except one, involved the genitalia and pelvic region. I have seen 2 cases similar to mine in Leeds under the care of Dr. J. T. Ingram and Dr. A. J. E. Barlow. Others have been presented as scleroderma or paraffinoma. Much of this subject has been discussed in a recent monograph by Blanc of Geneva (1951), who has called them Liposcleroses Nodulaires Dysproteiniques since he regards the serum protein changes of primary importance.
The fat involved in the lesion in this case is abnormal in that it does not stain with osmic acid, and there is increased lipase activity over the area of the granuloma. There is no evidence of spontaneous resolution.
